Sir: Schizophrenia is associated with increased prevalence of smoking, heavy smoking, and smoking-related morbidity and mortality. Standard nicotine dependence treatments have been associated with modest efficacy in patients with schizophrenia and high rates of relapse to smoking upon their discontinuation.
These reports prompted the authors to review clinical nicotine dependence treatment with varenicline in smokers with schizophrenia at an urban community mental health clinic with attention to clinical efficacy for nicotine dependence and to signs of clinical worsening that may have occurred secondary to varenicline treatment.
Method. From October 2006 to October 2007, 19 patients
with schizophrenia, most of whom had quit smoking in the past but had relapsed to smoking after discontinuation of nicotine dependence treatment with bupropion or nicotine replacement therapy, requested nicotine dependence treatment with the newly available medication, varenicline. These 19 outpatients with schizophrenia were on stable antipsychotic medication regimens and received a standard titration of varenicline as follows: 0.5 mg/day for 3 days, 0.5 mg b.i.d. for 4 days, then 1 mg b.i.d. Each received brief individual counseling at medication visits. Visits were weekly for 2 weeks, then approximately monthly.
Results. All 19 patients reported reduced craving to smoke after initiating varenicline treatment. Four patients discontinued varenicline treatment due to nausea and vomiting. One patient subsequently restarted varenicline and was able to tolerate treatment without vomiting on the second exposure. Thirteen patients tolerated the medication, quit smoking within 10 to 21 days of starting varenicline, and maintained self-reported abstinence for ≥ 12 weeks, verified with periodic expired air carbon monoxide measurements of < 9 ppm at clinical visits. In the period between 12 and 24 weeks, 4 patients had occasional "slips" in which they smoked < 5 cigarettes per day for a period of < 7 days and then regained abstinence.
All 13 patients in this series who quit smoking elected to continue to take varenicline beyond the standard 24-week regimen to prevent relapse to smoking. Patients in this series have remained clinically stable with no clinical evidence of psychotic relapse or significant worsening of psychiatric symptoms or side effects of antipsychotic medications. None of the 19 patients had a psychiatric hospitalization within 24 weeks of starting varenicline. No clinical rating scales were performed as part of this treatment. Likewise, no cognitive tests were performed to assess the effect of varenicline on cognitive performance in these patients.
Varenicline is a partial α4β2 and full α7 nicotinic acetylcholine receptor (nAChR) agonist. 6 Decreased activity at α4β2 and α7 nAChRs in schizophrenia may underlie the high rates of both nicotine dependence 7 and relapse to smoking after discontinuation of nicotine dependence treatment observed in this population. 3 Because nAChR activity is reduced at baseline, is increased by smoking, and is not expected to return to a normal baseline after smoking cessation in schizophrenia, as in the general population, it may be reasonable to propose that longer duration, perhaps chronic, agonist or partial agonist therapy may reduce relapse to smoking in schizophrenia. Studies are needed to test this hypothesis.
While we did not observe worsening in psychotic symptoms in 19 stable, medicated outpatients, because activated psychosis in 1 stable patient with schizophrenia 4 and mania in 1 euthymic patient with bipolar disorder have been reported shortly after initiation of varenicline, 5 clinicians should proceed with care until further clinical study is completed.
Oral Divalproex Sodium Loading for Adolescent Outpatients With Acute Mania/Hypomania: A Report of 2 Cases Sir: Treatment with divalproex sodium delayed release (DR) of the manic phase of bipolar disorder in adults results in rapid clinical response after a therapeutic serum concentration of 50 µg/mL is achieved. 1 When divalproex treatment was initiated at 750 mg/day and daily dosage was subsequently titrated on the basis of serial serum divalproex sodium concentration determinations (i.e., a standard titration approach), therapeutic levels and corresponding antimanic response were observed in most patients after 5 to 10 days. 1, 2 In contrast, an oral loading strategy of divalproex sodium 20 mg/kg/day produces serum valproic acid concentrations of approximately 80 µg/mL after 1 to 2 days of treatment. 3, 4 In a pooled analysis of 3 double-blind, randomized studies of adults with acute mania associated with bipolar disorder, the onset of antimanic effect with divalproex was accelerated by oral loading, which was as well tolerated as or better tolerated than other active treatments administered according to a standard titration approach. 5 Expecting that the same benefits of oral divalproex loading could be realized in younger patients, West et al. 6 initiated divalproex at 20 mg/kg in 5 adolescent patients with bipolar disorder mixed type who were hospitalized for acute mania. The investigators documented substantial improvement in 3 patients and some improvement in 1 patient as measured by the Young Mania Rating Scale (YMRS) and the Hamilton Rating Scale for Depression. In a study of 15 adolescent patients with mania associated with bipolar disorder, DelBello et al. 7 also documented benefits with oral divalproex loading, including statistically significant mean changes from baseline in YMRS aggression and irritability items.
We have treated 2 adolescents meeting DSM-IV criteria for bipolar disorder, manic phase, and describe our observations below. Case 1. Mr. A, a 15-year-old adolescent boy weighing 64.5 kg, had a history of attention-deficit/hyperactivity disorder (ADHD) and depression (both consistent with DSM-IV criteria) but no other medical or substance abuse problems. The patient first presented in 1998 after he was being successfully treated with methylphenidate 20 mg/day and venlafaxine extendedrelease 75 mg/day for 6 months. He acutely developed manic symptoms characterized by 10 days of decreased need for sleep (1-2 hours of sleep/night), increased irritability, racing thoughts, pressured speech, impulsivity (e.g., he bought 3 guitars and other musical instruments), and delusions of grandiosity (e.g., he planned to quit school, believing that he was meant to be a rock star) after approximately 6 months of euthymia.
The patient was evaluated as an outpatient due to his family's refusal of hospitalization. Five days prior to this evaluation, the parents discontinued administration of methylphenidate. The adolescent was started on divalproex DR 750 mg p.o. twice daily (23.3 mg/kg/day) with no change in the venlafaxine dosage (75 mg/day). His manic symptoms, including acute delusions, decreased significantly by the third day of divalproex therapy. The serum valproic acid level measured on day 5 was 112 µg/mL; other laboratory indices (i.e., liver function tests, complete blood count, thyroid-stimulating hormone) were all within the reference ranges. The symptoms of acute mania had completely remitted by treatment day 10, and the patient was euthymic.
Subsequently, the patient was maintained on divalproex DR 1500 mg/day and venlafaxine 75 mg/day; methylphenidate was reintroduced at 20 mg/day 3 months after the manic episode for persistent symptoms of ADHD (without hyperactivity). At the 6-month follow-up visit, the patient demonstrated a euthymic mood, had returned to his premorbid level of functioning, and reported no side effects of treatment. The patient's weight at 6-month follow-up was 65.0 kg. At 42 months, the patient's treatment was converted from divalproex DR to 2000 mg/day of extended-release (ER) divalproex. Two weeks after switching to divalproex ER at 2000 mg/day, his serum valproic acid level was 104 µg/mL. Neuropsychological testing, requested by his school for academic placement, revealed euthymia and minimal attention difficulties that did not compromise age-appropriate academic and social skills. Follow-up at 46 months demonstrated ongoing euthymia and safety based upon chemistry and hematologic profiles.
Case 2. Ms. B, a 16-year-old adolescent girl weighing 73.6 kg, had a history of intermittent alcohol use over the past 6 months but no other medical or substance abuse problems. The patient had a significant family history of bipolar disorder, which affected both of her parents as well as her maternal and paternal grandmothers. Ms. B presented in 2000 for outpatient evaluation of hypomania of 3 to 4 weeks' duration characterized by irritability, decreased need for sleep (3-4 hours of sleep/ night), impulsivity (e.g., shoplifting), pressured speech, and flight of ideas. No evidence of psychotic symptoms was noted. At the outpatient visit, her urine drug screen was negative and there were no clinically significant results from other laboratory evaluations (i.e., clinical chemistry indices, complete blood count, thyroid-stimulating hormone, urine human chorionic gonadotropin). The patient and family denied alcohol use for the 12 weeks before presentation for her evaluation. The patient was started on divalproex DR 1750 mg daily, given as 250 mg in the morning, 500 mg at noon, and 1000 mg at bedtime (23.8 mg/kg/day). After the first dose, the patient reported mild nausea, which ceased with the addition of famotidine 20 mg for the first 5 days (famotidine was discontinued thereafter).
At a follow-up visit on day 7 of treatment, nearly complete remission of the patient's hypomanic symptoms was noted and a serum valproic acid level of 98 µg/mL was measured. The hypomanic symptoms had completely abated by day 14 after initiating divalproex. The patient had sustained euthymia and no evidence of substance abuse disorder 24 months after the initiation of treatment, at which time chemistry and hematology profiles showed no significant abnormalities.
In summary, divalproex proved to be a safe and effective treatment for acute manic and hypomanic symptoms in 2 adolescents with bipolar disorder in an outpatient setting. Both cases used loading doses of divalproex DR similar to that described in adults with acute mania (20 mg/kg) at the initiation of treatment. Both cases showed good acute tolerability (the second patient reported mild nausea that was transient and responded to a short course of famotidine 20 mg/day). The first patient had his divalproex DR converted to the ER formulation. The conversion was done without titration of either formulation. The dose of the ER formulation was based on the loading dose strategies used in the pivotal acute mania trials in adults with the ER formulation, which was 25 mg/kg on day 1 and an additional 500 mg at day 3. 8 His weight was 65 kg at the time of conversion to the ER formulation, and he was placed on 2000 mg (30 mg/kg). Our recommendation for initial dosing or conversion to divalproex (ER) is similar to that for adults, initiating at 25 mg/kg, with and subsequent titration as needed to optimize efficacy and minimize side effects.
The evaluation of oral divalproex loading in a controlled study of children/adolescents with manic/hypomanic symptoms is warranted based on the rapid onset of efficacy and good tolerability observed in our 2 adolescent patients.
Sir: Agitated behavior of schizophrenic patients refractory to antipsychotic treatment frequently leads to prolonged psychiatric inpatient stays. Difficulty in controlling such behaviors can impede discharge planning more than any other aspect of schizophrenia (e.g., negative symptoms). Treatments that can reduce persistent agitation are thus a key component of helping patients leave the hospital and function in the community.
Following the Clinical Antipsychotic Trials of Intervention Effectiveness (CATIE) and Cost Utility of the Latest Antipsychotics in Severe Schizophrenia (CUtLASS) studies demonstrating comparable efficacy between first-and secondgeneration antipsychotics, 1,2 we have been interested in the use of molindone hydrochloride, a dihydroindolone classified as a mid-potency first-generation antipsychotic. We present 3 cases of patients with schizophrenia who had a marked reduction in agitation and violent behavior following treatment with molindone. All cases were considered treatment-refractory to multiple and extensive antipsychotic trials with second-generation antipsychotics and unsuitable for treatment with clozapine. Case 1. Mr. A is a 39-year-old African American man with a history of DSM-IV schizoaffective disorder, bipolar type; polysubstance abuse; multiple hospitalizations for auditory hallucinations, paranoid ideation, and agitation over the past 12 years; and a history of violent behavior including multiple charges of attempted murder. Despite several consecutive courses of treatment with risperidone, quetiapine, and olanzapine at adequate dosages and at adequate length during his most recent admission, he remained symptomatic and was transferred to the local state psychiatric center. He continued to be agitated and assaultive and was transferred to our hospital in October 2006.
His initial regimen on arrival was quetiapine 200 mg in the morning and 400 mg at bedtime and divalproex sodium 1250 mg daily. During his first 2 months of hospitalization, Mr. A continued to have episodes of agitation and paranoia requiring intramuscular (IM) medication for behavioral control. His divalproex sodium dose was increased to 1500 mg daily, with serum valproate levels ranging from 75 to 95 mg/mL. Nonetheless, he continued to have both physical and verbal altercations requiring IM medication for behavioral control.
Clozapine treatment was started; however, Mr. A was unable to tolerate the sialorrhea, somnolence, and tachycardia it produced and refused to take it. Instead, quetiapine was tapered off during his third month and replaced with molindone, titrated to a target dose of 100 mg twice daily. Over the next 5 months following cross-taper from quetiapine to molindone, he has had no further episodes of agitation or other behavioral problems and has been able to participate in all rehabilitative activities.
Case 2. Mr. B is a 49-year-old African American man with a history of DSM-IV schizoaffective disorder, depressed type; polysubstance abuse; and multiple hospitalizations including state psychiatric admissions for inappropriate behavior and violence in response to command auditory hallucinations, including a history of criminal charges for menacing, assault, robbery, and rape. The patient also had a history of temporal lobe epilepsy following a motor vehicle accident, which was controlled with phenytoin and lamotrigine. He had a history of poor response to trials of haloperidol, quetiapine, and olanzapine at appropriate dosages and of sufficient duration. He was admitted to another hospital for agitation, sexually inappropriate behavior, and command auditory hallucinations to kill himself and was transferred to a local state psychiatric facility 7 months later for continued treatment and psychiatric stabilization. Mr. B was started on molindone 125 mg at bedtime for treatment of his agitation and psychosis. His seizure prophylaxis of levetiracetam 1500 mg twice daily, lamotrigine 150 mg twice daily, and phenytoin 100 mg 3 times daily was maintained. With this regimen, his agitation and psychosis were reduced substantially, and he was able to participate in ward activities.
He was referred to our hospital 2 months later for a special long-term cognitive rehabilitative treatment program. Unfortunately, after a year and a half in this program, he was hospitalized for an acute coronary syndrome, during which time he was taken off all psychotropic medications. When he returned to the psychiatric ward in April 2004, he was markedly more agitated and psychotic. These symptoms were initially treated with olanzapine 15 mg daily (orally disintegrating tablets) and molindone 75 mg twice daily, but treatment was frequently interrupted by Mr. B's refusal of all medications and complicated further by frequent seizures resulting from his noncompliance with antiepileptic medication.
Clozapine treatment was ruled out due to the patient's frequent seizures and medication refusals. Instead, olanzapine and molindone were replaced with quetiapine, titrated up to a dose of 500 mg twice daily. However, even at this dose, Mr. B continued to be agitated, disorganized, and assaultive. Molindone was again added to his existing quetiapine regimen and titrated up to a target dose of 100 mg twice daily. Since the patient resumed molindone treatment 5 months ago in November 2006, his behavior has improved substantially, with just 1 episode of assaultive behavior occurring in the first month of its reintroduction. Of note, he continued to have seizures every 3 to 4 weeks after resuming molindone treatment despite multiple changes to his antiepileptic drugs, finally settling on a twicedaily dosing regimen of divalproex sodium 1250 mg, lamotrigine 75 mg, phenytoin 160 mg, and clonazepam 1 mg. Nonetheless, he has shown very good behavioral control.
Case 3. Ms. C is a 43-year-old African American, human immunodeficiency virus (HIV)-seropositive woman on highly active antiretroviral therapy with a history of DSM-IV schizoaffective disorder, depressed type; cognitive impairment (mental retardation vs. HIV-related dementia); multiple hospitalizations for disorganized behavior and inappropriate sexual behavior; and a history of suicidal behavior, as well as polysubstance abuse. She was admitted to another hospital after presenting to her mother's home disheveled and with urine and feces on her clothing, responding to internal stimuli. Ms. C was initially treated with ziprasidone, titrated up to 200 mg daily, and clonazepam 2 mg twice daily, with little effect. Ziprasidone was then switched to clozapine, titrated up to 350 mg daily; however, she developed significantly more disorganized speech and behavior. Clozapine was discontinued, and her agitation increased. She was then placed on treatment with molindone 150 mg/day, with marked reduction in violent behavior but still paranoid and delusional.
She was transferred to our hospital 4 months later, in September 2006, for continued treatment. She was tapered off molindone treatment and started on quetiapine treatment, ultimately titrated up to 500 mg twice daily. During this crosstaper, she became substantially more agitated, requiring IM medication to achieve behavioral control. Molindone was restarted and titrated up to 100 mg twice daily. She had a few more episodes over the first 2 weeks during this change, but was able to remain in behavioral control over the next 2 months.
To reduce polypharmacy, molindone was again tapered off, leaving quetiapine 500 mg twice daily as the only antipsychotic. Ms. C again started having more episodes of agitation and paranoia, requiring IM medication for behavioral control every 2 to 3 days. In response, molindone was added back to her regimen and titrated up to 100 mg twice daily. Over the next month during the reintroduction of molindone, Ms. C had 2 more episodes of agitated behavior, but had no further episodes in the following 8 weeks at her current dose.
The 3 cases demonstrate a substantial reduction in symptoms of agitation and assaultiveness following treatment with molindone in patients who had been resistant to previous treatment with multiple antipsychotic medications at appropriate dosages and duration. In the first case, agitation was not controlled until treatment was changed over from quetiapine to molindone, despite concomitant use of divalproex sodium. In the last 2 cases, the agitation episodes were reduced by the use of molindone, recurred when molindone was discontinued, and subsided again after molindone was reinstated. This on-and-off correlation of agitation with molindone use suggests that the changes cannot be adequately explained by use of concomitant medications or other nonspecific effects of treatment. No increased sedation was observed after molindone treatment was started, consistent with molindone's low histamine receptor affinity 3 and other clinical data finding less sedation with molindone than with other antipsychotics. 4 The patients described in the second and third case reports were stabilized ultimately on an antipsychotic combination of molindone and quetiapine. However, in all cases, quetiapine alone had failed to reduce agitation, and in the first case described, quetiapine was not part of the final medication regimen, suggesting that quetiapine is not a required adjunct to molindone to achieve behavioral control. Since in all cases behavioral control was not achieved until molindone dosage reached 200 mg daily, the inadequate responses to molindone monotherapy observed earlier in the hospital courses of cases 2 and 3 may have been due to subtherapeutic dosing with daily doses of 125 to 150 mg of molindone.
While other typical antipsychotics inactivate neurons in both the substantia nigra zona compacta (A9) and ventral tegmental area (A10) regions, molindone is a potent and selective deactivator of A10 neurons in the ventral tegmental area, a property it shares with clozapine. 3 Animal studies have shown that antipsychotic blockade of A9 neurons can facilitate aggressive behaviors, 5 whereas antipsychotic blockade of A10 neurons can inhibit them. 6 This selective inactivation of A10 neurons may account for the antiaggressive properties of molindone and clozapine.
The antiagitation and antiaggression effect of molindone has also been shown in children in a randomized, placebocontrolled trial. 7 It has been effective and well tolerated in treating agitation in HIV-seropositive patients 8 and elderly patients. 9 Our case series and the positive reports in patients with other diagnoses suggest that molindone could be effective against aggression. We suggest that molindone warrants further controlled, prospective studies for the treatment of agitation and aggression in treatment-refractory schizophrenia. 
Dr. Lindenmayer is a consultant for Eli Lilly and Janssen and has received grant/research support from Eli

PSYCHIATRIST.COM
Apparent Commercial Bias in Supplement
Sir: I read your recent supplement "Translating the Psychopharmacology of Antipsychotics to Individualized Treatment for Severe Mental Illness: A Roadmap" 1 with interest. As a practicing psychiatrist with experience prescribing the full range of antipsychotics, I recognize the need for detailed information to help clinicians decide among the many choices in our armamentarium. While the supplement was published to address this need, I have serious questions regarding its scientific integrity.
The material in the supplement is based on an "Expert Consensus Survey." According to the introduction, the survey was constructed to reflect "psychopharmacologic topics not adequately addressed by the evidence-based literature, but which clinicians who use antipsychotic medications need to understand." (p6) I note that the results of 17 specific questions were highlighted in charts throughout the supplement. Of these questions, 8 asked panelists about general treatment strategies, without asking for an endorsement of any specific medication. Nine of the highlighted questions were more specific, asking which of a list of antipsychotics the experts would favor in given clinical situations. It appears that the choice of clinical situations to highlight in the supplement was influenced by the fact that Bristol-Myers Squibb sponsored the production of the article.
This conclusion is based on the following:
• In 7 of 9 (77%) medication comparisons, aripiprazole (Abilify, manufactured by Bristol-Myers Squibb) is ranked number 1 (see page 30 of the supplement).
• In 1 of 9 comparisons, aripiprazole is ranked number 2 (page 21).
• In 1 of 9 comparisons, aripiprazole is ranked number 3 (page 26).
The apparent reason that aripiprazole was so strongly endorsed by the experts was that the questions submitted covered clinical issues in which aripiprazole poses acknowledged advantages over its competitors. Seven of the questions asked specifically which antipsychotic the experts would choose in patients with various medical conditions, including being overweight, having cardiac disease, or having diabetes. Aripiprazole, indeed, has side effect advantages over the majority of competing atypicals regarding all 3 of these issues.
If topics submitted to experts had truly been chosen in the fashion claimed (that is, based on issues not adequately assessed in the literature), I would have expected to see questions addressing the following topics as well:
• Relative efficacy of different atypical antipsychotics • Relative efficacy of atypical versus conventional antipsychotics • Choice of antipsychotics in patients with a variety of clinical characteristics, including insomnia, agitation, anxiety, depression, prominent positive symptoms, and prominent negative symptoms If these questions had been submitted, I believe that many of aripiprazole's competitors would have been ranked in the first or second spot.
In summary, rather than being an unbiased review of the antipsychotic literature, this supplement appears to be a promotional article commissioned by Bristol-Myers Squibb in order to encourage readers to prescribe more aripiprazole. Dr. Weiden Replies
Sir: As chair of the supplement "Translating the Psychopharmacology of Antipsychotics to Individualized Treatment for Severe Mental Illness: A Roadmap," I would like to personally respond to the concerns put forth in Dr. Carlat's letter regarding the scientific integrity of this publication.
His letter contends that the selection of items in the survey was "influenced by the fact that Bristol-Myers Squibb sponsored the production of the article." He disputes our statement of our criteria for item selection. Dr. Carlat's contention is that we chose specific questions that were likely to show the relative advantages of aripiprazole compared with other medication options. He also states that we avoided focusing on topics that would perhaps show that other antipsychotics might be recommended over and above aripiprazole.
I do not think that there is any way to reply to the content of this letter without first commenting on its tone. I was involved in every step of the Roadmap, from formulation of questions to writing of the supplement, and it seems to me that Dr. Carlat had already prejudged the work, decided his own verdict, and then scrutinized the document to find anything that might support his conclusions.
Let's examine some of the specific criticisms raised in Dr. Carlat's letter. It contains some biases and errors, which are addressed below:
• Dr. Carlat implies that we asked only 17 questions of the panel, 9 of which addressed specific medication choices. In fact, we asked a total of 31 detailed, multitiered questions that included use of antipsychotics in a broad range of clinical situations, including those mentioned in his letter. We did not have the space to publish all of these responses; in fact, it was my job as the chair of the project to try to figure out how to convey the results in a way that would be clinically helpful for physicians trying to select medications for their individual patients. • As Dr. Carlat mentions, the relative weight profiles of the specific agents were indeed well known. But it was not our goal to restate what is already known. The goal of the item selection for this section was to gauge the relative preferences across antipsychotics given varying levels of medical comorbidities. In particular, we wanted to know how various levels of (escalating) baseline metabolic comorbidities would affect antipsychotic selection under a variety of common clinical situations. That item set is not the same as asking which antipsychotic has the most favorable weight or metabolic profile. The questions we posed involved balancing multiple and often competing treatment goals, including asking the respondents to the survey to take into consid-eration their opinion of possible efficacy differences between the medications. • Dr. Carlat is correct that we decided to highlight 9 questions about specific medication choices, many of which covered weight and metabolic situations, many of which had responses that favored aripiprazole and ziprasidone over the other antipsychotic options. Dr. Carlat is incorrect that the results exclusively "ranked" aripiprazole as "number 1," since ziprasidone shared the same ranking. The methodology of the Roadmap states that these were not meant as direct head-to-head comparisons. The pattern is that aripiprazole and ziprasidone "move together" and seem to differentiate from the other antipsychotics as a function of a number of metabolic risk factors.
• Dr. Carlat's letter implies that the graphs were selected because of the sponsor. He was not there when we drafted the supplement. What happened was that we were excited about the pattern of responses that visually showed the degree to which baseline obesity or increased metabolic risk factors affected medication choices. If Dr. Carlat has prejudged our motivation for showing these results, nothing will convince him otherwise. To other readers: please ask yourself which side effects you think should be emphasized in a supplement about individualizing antipsychotic medications for persons with serious mental illness. Do you think it was reasonable for us to have emphasized weight and metabolic problems over other comorbidities induced by side effects?
Our goal was to develop a supplement that might help clinicians help their patients achieve better outcomes. What saddens me is that nowhere in Dr. Carlat's letter is his opinion about whether this Roadmap is a helpful and effective guide for clinicians caring for those suffering from serious mental illness. Our group worked hard to integrate current evidence-based knowledge with expert opinions. We hoped to create a document that would be useful in complex clinical situations. We struggled with how to develop something that would be a real contribution beyond that already available for clinicians. This was our motive, and the Roadmap project should be judged on whether or not we achieved those objectives. ment interaction effect was apparent in this study (p = .914, analysis of covariance).
These data, in addition to those presented in the article, 1 confirm that adjunctive aripiprazole is an efficacious augmentation medication for patients with major depressive disorder who have had an inadequate response to standard ADTs.
